1/9 



CLEAVABLE 
ESTERBOND 



| PACUTAXEL | 

o 



o=c 



r(cHp) 



2' 3 



c 



, NH J 



PEPTIDE 
BOND 



ANTIBODY | 




2/9 



□ % survival 



Non-specific mlg + anti-mouse 
mAb 5C3 1 anti-mouse - 
Non-specific mlg + Paclitaxel-anti-mouse - 
mAb 5C3 + Paclitaxel-anti-mouse 
Free paclitaxel (60 nM)- 



0 20 40 60 80 100 120 

1 survival 



Non-specific mlg + anti-mouse - 
mAb MC192 + anti-mouse - 
Non-specific mlg + Paclitaxel-anti-mouse 
mAb MC192 1 Paclitaxel-anti-mouse - 
Free paclitaxel (60 nM)- 



□ % survival 



I- 



— i r 

0 20 40 



SO 80 100 120 

% survival 



3/9 




50 H 1 1 1 r 

0 20 40 60 80 



Dose nM 



4/9 



125 H 
100 

75 H 

50 

25 H 
0 



0 Free Paclitaxel 
□ Paclitaxel-MC192 





i 



20 




40 



80 



drug nM 



ioo- 



% Free Paclitaxel 
□ Paclitaxel-MC192 





No competitor MC192 competitor 



TZ25-5B 



6/9 



CO 

a 

£ 

CD 
tS3 
• *—> 
GO 

f-H 

o 




10 15 20 25 



days post-treatment 



30 



CO 



CD 

tS3 
• i— ♦ 
CO 

o 

s 




i i i i r 
5 10 15 20 25 

days post-treatment 



o 




1 I 1 1 1 — — 1 1 

0 5 10 15 20 25 30 

days post-treatment 



ligand (mAb) 



CH 2 _ NH 



Do> 



8/9 





TUB -MA 



9/9 




if J> ^ ^ 



X 



^ # # 



1500 



CO 



CD 

a 



o 
> 

o 

B 
3 



500 











j/ 














1 1 



0 



10 



15 



•a- saline 
-o- Doxorubicin low 
-o- Doxorubicin high 
-ti — Doxorubicin low + mAb 
-a- conjugate 



20 



days post-treatment 



